wo 2UU6/03U67S 1 PCT/JP2005/016449 

m m m 

[oooi] sn^^B, -fj- :L'^)i=^^-mf^<j>mnMBi.t}mm:t5^. -)-^ n.'^ji'^^-mm 

[OOCiJ] NKgBaa» i/iS^3gU:«+>*'J>n5*<7)0'i:^tLTMM^ISI6«fi^Tt>*fc# 

[coos] m^m^tf&^mu^^m-^^bys'&i^i.T.ff^m.mm. ^mmtfe>mu^u^ 



HST AVAIUBLe COPV 



wo 2006/030675 2 PCT/JP2005/0 16449 
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tf.*4#fFS:il)ti)o 

^T-^oT.in vivoT'lgJi^i+fcNKffllfeSSaif «>33^X». 
«j&®FUtfc<7)T-«-:jT.in vivoT-ii5i*-t+tNKifflJ!a«aJ®-r*:)?a'<!>. 

[ ooa>] me . NKfflia <D)iii4 Q-tf" 0,7)1=^'^ -mit:NK.^m (Dmm:^^ii urat, - 
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[0012] I — J\,W.^^W(^—JI •^'T'^-U-by^f— :ToU-like receptor. tLr) 

IS ^ « §1 SiB CT^I «g «^ UT t# x. StlT « mtE . "f ?l » 4^5 T* (* H-;u« 

3)o 

4$fFXilti:#B§2 OQL-149 0i9^<i>m 
^mAm2:nm2 0QI-5O43 0^^« 
4$fF:S:fflt3:4$^2 OCb -5 1 5893 -^-^^ 

X Xi^X— (Proc- Natl. Aca d. ScL, uSa). ^94#. l99 7 ^» ^l3l4 0-13 

14 5 H 

#^4$fFS:St2:^U=^a^—OT*-r5'>(Molecular Medicine) . Il3 9^. 2 Ott^^ ^ 

238 — 246H 

^l^fFlStStsi^U^i^—OT^-fvV (Molecular Medicbe).ll4 0^.2 00^. H 
18 6 — 193 H 
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'J^> KTou-uke recepttf- Bgand) Uttc*. ^i6«5<7>ISIE t^S t^'^s ffi 

Ertfflflau:ait-5NKaafla(75iij^«^is#t:iiiD-r*ct«maiuto 1515;)^ 

a tZ«fe ^Tl^K F'g iCNKfflBa «^?g-r«. ZLi^if^m -otc^i^fS" 6. ii^A=<^^ 

Soto 

[0015] MgBS®««I^T*2|5^BI0)S-a)*lB», 9'?K7i'-'>«^tjmi9Jt. K-;u«l 
«4$^ t-r%, ii)it*;o)NKiffl!&<7?ii5i&jT-^So 2|s^^Bj(7)NKiaifla(7)iijiSiJ». an 

T(7)l) '^)©V^•rt^55^^^f*bV^^«tL'Tt^*o 

1) B!llHSIlS>i». 7':7h7x'-'><?>«tL'T*«lkg^tyi 0-2 OOQng/ at*-5Ji 
-;U«S#<*:'J^>Hiro«fcUTflsMlkgatyi 0-i 000;fg/ Ht*«<fe't:ig-^ 

2) ^ h7 !'-'> «^ t; ^ iSJ »a p * ti. ^-jim. S S fls: > tjH 2SJ 
ttJKKl*lS%«ti*iito 

IBiR f * ci^a^ cfc. 
[0016] 2|5iSS ^<Z)i£ » . S ia ( t h€l^<) ^7 h7 i'-'>S Of S# > K 

5'?S7x'J><^iS^J^7<05 «4i HMt:. #MikgStyi 0-i 000/ig/ at 

[0017] 2|s:g|0SH(7)»BJtt.i!)i^{t:hS^<) IC^-? h7x'-'>-RC>* MS fls 
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3i>^o^mm (ONKB IS 0« i& :& ^ » s «i T 0)7) -9) <dv ^'r^^^^%^f t 

7)ll4aKtKS^<) U:#MlkgSfc»n 0-2 00Qng/ Bt*%<*;'U:7-?S7i'^>«5 
~1 0 0 ^ii U 7-? K7i'-'>(D^%,^ J(05 ~2 (Z. -HtMlkg S ^£^1 0 

=^ ^— Sffl flS SSRIX d to 

=^7— ana sSBf "T* iito 

[0018] :^m0mm(Dmmi;Si.W)^<o^i^f^X'NKmi&^mm^it=bi¥m^^^=s>mm<o 
7.<?'j--><fij^x'&^x.mmit: <) mMt s -j^ > h 

^7'^— «.T(7)10 M.3)<Dt-^-^nA^€^f *^,^SI«tL/Tt^*« 
l01l)«J(t^«l^<) lC««fe4«3S«5 -4 0BHffl BJ9:%Utt«l1®MO18:%«l70) 

[0019] :2|KlI<Dll35(DflWtt.l!iia0:f5^a^j|,+7-j8Bilja(DliJiSJ(D»!J&U:i3lt%.7 
(DmmMiS: ^^K7i'-'>«^tJSl^Jt. N-ju«^#^it'J:t5>f<s^t;m2§iJt;!)^ 

14) mumim». 7^^K7i'J>0MtL'T{*Mlkg^ t^l 0~2 OOQng/ B4:** 

**k:5 "iOBHii BS%*n. friBm2S«j»,^isijo)s%iii^7o>5 ~2 sfrc. k 

15) 7'?K7 tJ^lSiJttig pS^^+I, ^-;u«SS<*'J:«>t<S#tJll25iJ 
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[002(3 i^i^.:^mji(Dm^^i.^-mmmmiZ'D[,\xmm{zMm-t^o 1:11:1 u^^mns^sik 

[0021] ;*:^B^0l]iK3(7)NK,^BaOii5ii^JB. ^^h7i'>'>«#t)^l§ljt. I— 

[0G22] 2(t^aJ(zat^T. 7^S7i'-'>^0^JS^WMBi|§U:M*n-r. ^>7h7x'-'>« 
lfiitt^'?X>ie^ U:*wflJi«St Ut7*M^^h7i'-'>;^7<HM^':7K7x'-'>«^ 

[0023] ^ tzffl t^«> N*. m^5t^*tiTt\«> 

. ^Oif'T-fe. 'J^^m. B -':^JU*>. =:z|t«RNA. *'J-ry5'>» -^'Jv^^vJU 
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[o(E4] 2|s^^W(Z>NKfflia<Dii5iS"Jt:^t>'^. Mfa7i?f^7i'>'>ti— 

[00125] B(riB^ia«J»v^^'f^7i'-^>(7)»tL'T.«4«3(Dfl5:Mlkg^fcy>»*U<»l 0~2 0 
OOmg/ ^^mt^\y<\%\QO -iOOOmg/ HTlg^^tl*, K:$!l IS 

[0026] |iriBm2S«J». I— ;u«S##'-'^>Kro«tUT.a4ao)<*Mlkg^fe*^>»*U< 
»io-iOOO/ig/ H.*y»*L<tt5o~2oOiizg/ a> *su:^?*u<tt*^i oOur 

g/ BT-i9:^«*l%o^2SiJ». MBB(DMS-|HlT-J9:^"r?>Ct«^»*U<, 1 00m g 
f\.fi\,MT .m-Wn^^-iim^XJ^^ m2SiJ«. ^':7S7x'''>lS:^i8^70)5 ~2 h 
[00127] ailSijR0f^2SiJ». ±iaO)S^:&^Rc^S^7.'^5?a-jUt4S^-r**'U:ilS! 

[0028] 2t;^^roi!)i^t:att%NKi8Biaa)iim:&^»>7^K7i'''>RaPN-A«^^*''' 
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tW|c» ^ ONKIBI flS 0>li JiSlJ ISJS CF^ 2SlJ oTfc* t^o 

[003 0] 9^K7i'J>RCFN-JU«SS<*'J^>K0)S^:&^ROfS^7.r5?i-j|,». fr 
iB<7)2|c^Wa)NiaBIII&O>lS5iSiJK:oUTIBaLt0fc|l«T-S«>o ^'?K7i'J>R 

[ 008 1] h—^>m^mm^i^\^<D^^(D0-^i\ ^^^^ ><f{;t..m\,\^mmx'mm& <nk 

til-^.Jn;CD4gb/Pan-NK oonjaft (^flx.Hr. 7t— s^ViVttSl) Sffl t^T 
, CD4gb/Pan-NK ceUJa'^^ltSfflB&^iiJ-^ «S!lS"r*Cfct:«fc^T. fr'ct 

a-X'^^o "torn. J"^ y<p^70> i^m&-t^CDi6yCD32(Fcymynu-iiy^ 

-) «^T*Ja#lg^ t» mT'57.CD16/CD32StflEXa:*t 9 

fcUT. C57 BL/6(strain) Ut«^ NKSBBS tUT. St 

NKl. IJaflsSffi t^TNKl. llH4ifflBa(7>ilJ-^«aiS"r*Ci:U:<feoT. ^T'Zt;{r 
/ff*bV\ A#:WlC». lllig^yiC|3«L/c«fc'lC.iailiaSFITC«i6NKl. iSifrS 
ffl^,\TlfefeU 7P— ^--fN^— 5f— (^xtf.FACS™ CaUbur:^^l->-T'w'«;^>V 
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[00J3] ±iB(7)<fc«U:LTNKilfflIia;!rJi5i^ti!|!|aA^6NKfflifla€Sl5tt"*Cfct:*oT.N 

[0034] NK!!iffllfeO)SlX»?^^CUfc;r oT^T*Cfc#-T*S*.^ittf,NK|fflfla*'agli£rtt 

#«n%,NK^Bllis».s^'5-<J^7.sl^4'^$tH«>l5^4«^T%ct*"»snT^,^*. u 
fc*" oT. ^itfi ^<z):6-^ t:«fey^# esKsNKaiife ■^J icHr^ju'^T.rs-i'ji^T.X'-y-'f' k 

activated killer)ilSS tZffl Ct^ T'S-So 
[0CB6] 2|s^^t:j;oTv f^-JU«S##'J:fl>hWS%CZ<fcoT7'?K7i'-'><0NKaflaii 
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sttfflia (7)iij-& «ay^ T^cfc c.*; ^t, m ajT* ct^- t-s*. irzimmmo 

mmm 

[OMl] (HJS^IJl] 

[0042] (i)5tK:&^ 

7jaii^0)CS7BL/6"7'5>^( H*5^-\»-ju:^'-»yT— <*;yj»A)45E5«. ^n-m9E 
■^r)5m lZi& It. lis HSHbl^WU \Z.Ozy •^^K7i'>'>(lS*?Lmttm) 0S 
^S;!rO(S^MiS3|B^). 3 a 1 OQ 3 0Q lOOOmg/kgflsMt'SiS.fc't:. :fea:feJa^K 

X lO'm * tZiiM Ufc. 1% '5>'fl^iH.lfil^ tjCell Wash(/< ^7 h> -7* -f''y=^' 

>V>%tg!)^>S (JJIT. ^f^A ' t|B«T*o ) l^Tl tfg/l 0/4 103g 

gt^%«fe5tc#iiLtin;^':77>CDl6/CD32^y'?P— :^j|,la<*(Fc Block™, ^ 
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[0013] ^fl)S^.»S«'ltfg/lOAili:***'t:#&»iA«/7T-T-PS!UtFITc«iSJ5i 
T'^TJmi. 1St;#:(77'— 5>5?i>tt«!)^)i£«10AtiaSinUTS^U2 55d-H» 

t<D'^ . fflJiS iZFAc S™ Lyging Solution ('^C-? S> -t"* ^-y^>V>^m) «5 (pju 1 

PS! Ufc, PSl Utffllfla»S>K»:J-'fP>7.^7'J->(7P>XI!l*tS!o m ffl»-^:F- 
3 1 00-134)T'S3a U'^7J<'>'7.5^u>5^3.— yizlnliRu 7P— ^''T^^— (FacS^" 

C0O14] (2)MS^j@m 

'>H7i'J>i9:^»;ifl 00-s OQng/'kg{*:MO)g^S^t:at\T. ffl«fe#Mt:Ja 

[00.5] {mmmi} 

3|tMS^T-ttv^'?l^7i'-'>2iafS-A«S#fls:'-'^>Kt:<Kl>NKilBiliaig5S 

[OOie] (DUUt:^^ 

7i'>'>JS^P(LFI¥o ^^N7i'>'>S^M:3 OQng/kgflsM/ B),m*^04P« 

{EffiUT, #M3|sK^-?S7i'J>lS^v^S^i&;!KS^)€7 amm 0^^U*6U: 
1 BH^Rffeja^-ti-r. 8 B BSg^^T Bt-rsS^x-^S^a-jUSti-liUt. 

T7 BMCtK'JIc (po LyInoSInIc-POLYCYTiDYLIC acId Sodium salU Mffl*-^ 
:p-c913c v^T*t^) «1 OOMgMKrtt:S%-r«.|l, Jg^^TS BB?C7j?'JIc «1 
00/zg^MrttzS^T*§f>^^^71 sM(C*'^c ^1 OOitigffiflSrtlcJg^-r* 

s «ss u 5a M?i (ojn 'Jic omm »^t*?^ t^sf t ux^m. ut. ^ 
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[ 0M7] J'4k , (fi-^07.(r)lSi!l^ CHank's balanced salt snlution(/\>i'7>)S —^y 

7.^-- . H*MSItt^) «5ml^ A UTISIE F«g€J5fe5* U zn«2 mk '^ig L^T^JfeJ^JS 

U 7P— 9->ri^^-5f-(FACS'"^aUbur:'<^'h>-T*-f»y^>V>*tS!) tCTNKl. 

1 191^ smug 

[0M8] (2)it«|j!gm 

-^*ctt:*-3T.flSEF«3Ci|tMfl9t:NKaaiia«m»U A^osatzNivUBiao)*]^ 
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f<SiS§*^*3t* tNKlffil US oil NK«lliaJS5i^ffl €Wr*«JS<D 

[0051] m iz* oT^*ti*±:t«>jam»/5: tz^-r ta^-'x-^-So 

. m (ommm ^^t^MXua u^^^A' « fast ^ uxisfKiaifla 

(3) iH Pjft^ iCJioT. in vivoC^St^"^. ^^-^^ tZ-^-f t:*f T 
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Jl,«S#flc'J^>HW)«t UTflt M 1kg S t yi 0 ~1 OOOii g/ B fc^ * eg « 

[6] flsmikgSt'a 0'-'2 00Qng/ Ht«:%«fc«t:7':7K7i'J>€5 -iOHWa Bjg^ 

U ^^?h7i'''>Q)S%J^7a)5 ~2 HBjC.frfilkgSfcyi 0-1 OOO/ttg/ Ht* 

[iQl i!)^^(th«^<) 1kg at *n 0~2 OOQng/ Ht*%,ji*t:^<:7h7iU>;g5 

-lOaHa bS^U s7i'J>«>s^i^ 70)5 -2 Btirt:, flsMikgSfc'n 0 
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MiBmiS«J»v ^^K7i'-'>a)MtL'T{*MlkgSfcyi 0~2 OOQng/ at**Ji' 
CS OBHil Blg^*tl. BfrlBm2SlJ», lllSlJ<7)S%Ji| 7<7)5 ~2 BetftC. 
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